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AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing ofqtejrog; 

1 (Original). A method of treating acne and/or hirsutism comprising the step of 
delivering to a mammal in need thereof a composition comprising a compound of 
formula I, or a tautomer thereof, and a physiologically compatible carrier, wherein 
formula lis: 




I 

wherein: 

R 1 and R 2 are independent substituents selected from Ae group consisting of H, 
Ci to C 6 alkyl, substituted C t to Q> alkyl, C 2 to C 6 alkenyl, substituted C 2 to Qs alkenyl, 
C 2 to C ft alkynyl, substituted C 2 to C 6 alkynyl, C 3 to C* cycloalkyl, substituted C 3 to C 8 
cycloalkyl, aryl, substituted aryl, carbon-based heterocyclic ring having in its backbone 1 
to 3 heteroatoms, substituted carbon-based heterocyclic ring having in its backbone 1 to 3 
heteroatoms, COR A , and NR B COR A ; 

or R 1 and R 2 are fused to foim a ring selected from the group consisting of a), b) 
and c), wherein said ring is optionally substituted by ftom 1 to 3 substituents selected 
from the group consisting of H and d to C3 alkyl; 

a) a carbon-based 3 to 8 membened saturated spirocyclic ring; 

b) a carbon-based 3 to 8 membered spirocyclic ring having one or more 
carbon-carbon double bonds; and 

3 
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c) a 3 to 8 membered spirocyclic ting having in its backbone one to three 
heteroatoms selected from the group consisting of O, S and N; 

R* is selected from the group consisting of H, Ci to C 3 alkyl, substituted Q to C 3 
alkyl, aryl, substituted aryl, Ci to Q, alkoxy, substituted Ci to C 3 alkoxy, amino, C, to Q 
airunoalkyl, and substituted Ci to C 3 aminoalkyl; 

R B is selected from the group consisting of H, Cj to C 3 alkyl, and substituted C, to 
C 3 alkyl; 

R 5 is selected from the group consisting of H, OH, NH 2j Cy to C 6 alkyl, 
substituted C, to C 6 alkyl, C 3 to C 6 alkenyl, substituted C 3 to alkenyl, alkynyl, 
substituted alkynyl, and COR c ; 

R c is selected from the group consisting of H, Ci to C 4 alkyl, substituted Ci to C, 
alkyl, aryl, substituted aryl, C, to C 4 alkoxy, substituted Ci to C 4 alkoxy, C t to C 4 
aminoalkyl, and substituted Ci to C 4 aminoalkyl; 

R* is selected from the group consisting of H, halogen, CN, N0 2 , Ci to C 6 alkyl.. 
substituted Ci to Q alkyl, Ci to C 6 alkoxy, substituted C, to C« alkoxy, Q to C a 
aminoalkyl, and substituted Ci to C 6 aminoalkyl; 

R 5 is selected from the group consisting of (i) and (ii): 

(i) a substituted benzene ring having the structure: 




X is selected from the group consisting of halogen, CN, Ci to C 3 alkyl, 
substituted C, to C 3 alkyl, Ci to C 3 alkoxy, substituted C, to C 3 alkoxy, Cj to C 3 
thioalkyl, substituted C. to C 3 thioalkyl, Ci to C 3 aminoalkyl, substituted Ci to C 3 
aminoalkyl, NC% C, to C 3 perfluoroalkyl, substituted Ci to C 3 perfluoroalkyl, 5 or 6 
membered carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, 
substituted 5 or 6 membered carbon-based heterocyclic ring having io its backbone 1 to 3 
heteroatoms, COR D , OCOR D , and NR E COR D ; 



4 
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R D is selected from the group consisting of H, Ci to C 3 alkyl, substituted 
C, to C 3 alkyl, aryl, substituted aryl, C, to C 3 alkoxy, substituted C, to C 3 alkoxy, C, to 
C 3 aminoalkyl, and substituted Cj to C 3 aminoalkyl; 

R E is selected from the group consisting of H, Ci to Q alkyl, and 
substituted Ci to C 3 alkyl; 

Y and Z are independent substituents selected from the group 
consisting of H, halogen, CN, N0 2 , C, to C 3 alkoxy, substituted C, to C 3 alkoxy, C, to Ct 
alkyl, substituted C, to C 4 alkyl, C, to C 3 thioalkyl, and substimted C, to C 3 thioalkyl; and 

b) a five or six membcred carbon-based heterocyclic ring having in its 
backbone 1, 2, or 3 heteroatoms selected from the group consisting of O, S, SO, SQz, and 
NR 6 and having one or two independent substituents selected from the group consisting 
of H, halogen, CN, NO2, Ct to C 4 alkyl, substituted Q to C 4 alkyl, Ci to C 3 alkoxy, 
substituted Q to C 3 alkoxy, Ci to C 3 aminoalkyl, substituted Ct to C 3 aminoalkyl, Ci to 
C 3 perfluoroalkyl, substituted Ci to C 3 perfluoroalkyl, 5 or 6 membered carbon-based 
heterocyclic ring having in its backbone 1 to 3 heteroatoms, substituted 5 or 6 membered 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, Ci to C 3 
thioalkyl, substituted Ci to C 3 thioalkyl, COR F , andNR°COR p ; 

R F is selected from the group consisting of H, Q to C 3 alkyl, substituted 
Ci to C 3 alkyl, aryl, substituted aryl,C t to C 3 alkoxy, substituted C, to C 3 alkoxy, Ci to C 3 
aminoalkyl, and substituted Ci to C 3 aminoalkyl; 

R is selected from the group consisting of H, Ci to C 3 alkyl, and 
substituted d to C 3 alkyl; 

R 6 is selected from the group consisting of H, Q to C 3 alkyl, and C] to 

C 4 COjalkyl; 

Q 1 is selected from the group consisting of S, NR 7 , and CR*R 9 ; 

R 7 is selected from the group consisting of CN, Ci to C 6 alkyl, substituted Ci to 
C 6 alkyl, C 3 to C 8 cycloalkyl, substituted C 3 to Q cycloalkyl, aryl, substituted aryl, 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, substituted 



5 
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carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, S0 2 CF 3? OR", 
andNR"R ,J ; 

R 8 and R 9 are independent substituents selected from the group consisting of H, 
C, to C 6 alkyl, substituted C, to Q alkyl, C 3 to C 8 cycloalkyl, substituted C 3 to C 8 
cycloalkyl, aryl, substituted aryl, carbon-based heterocyclic ring having in its backbone 1 
to 3 heteroatoms. substituted carbon-based heterocyclic ring having in its backbone 1 to 3 
heteroatoms, NQ2, CN, and COzR 10 ; 

R J0 is selected from the group consisting of C, to C, alkyl and substituted C, to C 3 

alkyl; 

or CR®R 9 comprise a six membered ring having the structure: 

o 

R" and R 12 are independently selected from the group consisting of H, C, to C 6 
alkyl, substituted C t to C 6 alky), aryl, substituted aryl, carbon-based heterocyclic ring 
having in its backbone 1 to 3 heteroatoms, substituted carbon-based heterocyclic ring 
having in its backbone 1 to 3 heteroatoms, acyl, substituted acyl, sulfonyl, and substituted 
sulfonyl; 

or a pharmaceuti oally acceptable salt, tautomer, metabolite, or prodrug thereof. 

2(Original). The method according to claim 1 , further comprising delivering an 
estrogen in combination with the compound of formula L 

3(Original). The method according to claim 1 , wherein the estrogen is delivered 
prior to or subsequent to the compound of formula I. 



6 
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4(Original)> The method according to claim 1 , wherein: 
R and R and are independently selected from the group consisting of C| to C 3 
alkyl and substituted Q to C 3 alkyl; 

or R 1 and R 2 are fused to form the carbon-based 3 to 6 membered saturated 
spirocyclic ring; 

R 3 is selected from the group consisting of H, OH, NH* d to C 6 alkyl, 
substituted d to C* alkyl, and COR c ; 

R c is selected from the group consisting of H, C t to Q alkyl, and d to C 4 alkoxy; 
R 5 is the substituted benzene ring having the structure: 



X 




X is selected from the group consisting of halogen, CN, C| to C 3 alkoxy, d to C 3 
alkyl, N0 2f C, to C 3 perfluoroalkji, 5 membered carbon-based heterocyclic ring having 
in its backbone 1 to 3 heteroatoms, and Ci to C 3 thioalkyl. 

5(Original). The method according to Claim 1, wherein: 
R and R and are independently selected from the group consisting of Ci to C 3 
alkyl and substituted Q to C 3 alkyl; 

or R 1 and R 2 are fused to form die carbon-based 3 to 6 membered saturated 
spirocyclic ring;, 

R 3 is selected from the group consisting of H, OH, NH 2 , d to C a alkyl, 
substituted C, to Q alkyl, and COR c ; 

R c is selected from the group consisting of H, d to C* alkyl, and C t to C 4 alkoxy; 

R 4 is selected from the group consisting of H. halogen, N0 2 , Ci to C 3 alkyl, and 
substituted Q to C 3 alkyl; 

R 5 is me five membered ring having the structure: 



7 
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K 



y 



U is selected from the group consisting of O, S, and NR*; 

X* is selected from the group consisting of halogen, CN, Ci to C3 alkoxy, C, to C 3 
alkyl, N0 2 , C t to C 3 perfluoroalkyl, 5 membered carbon-based heterocyclic ring having 
in its backbone 1 to 3 heteroatoms, and C\ to C3 thioalkyl; 

Y" is selected from the group consisting of H, halogen, CN, N0 2 , C } to C 3 alkoxy, 
Ci to Ca alkyl, and Ci to C 3 thioalkyl. 

6(Original). The method according to claim 1, wherein: 

R 1 and R 2 and are independently selected from the group consisting of Ci to C 3 

alkyl and substituted d to C3 alkyl; 

or R 1 and R 2 are fused to form the carbon-based 3 to 6 membered saturated 

spirocyclic ring; 

R 3 is selected from the group consisting of H, OH, NH 2 , Ci to C 0 alky!, 
substituted d to Co alkyl, and COR c ; 

R c is selected from the group consisting of H, Cj to C 4 alkyl, and Ci to C 4 alkoxy; 

R 4 is selected from the group consisting of H, halogen, NO2, Ci to C 3 alkyl, and 
substituted Ci to C 3 alkyl; 

R 5 is the six membered ring having the structure: 




X is selected from the group consisting of N and CX 2 ; 

X 2 is selected from the group consisting of halogen, CN, and NO2. 



3 
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7(Original). The method according to claim 1, wherein R 3 is H and Q' is S. 

8(Currently Amended). The method according to Claim 1 , wherein said 
compound is selected from the group consisting of 6-(3-Cblorophenyl)-4,4-dimethyl-1 ,4- 
dmydro-beozo[d][l,3]oxazm-2~tMo^ 

bcnzo(d][l J 3]oxazin-6-yi>thiophene-2-carbonitrile, S^^Dimethyl^-thioxo-l^ 
dmydro-2H-benzo[d][l,3]oxazm-6-yl)-5-fluorobenzonitnIe, 3-(4,4-Dimetfiyl-2-thioxo- 
lAdihyd^o^H-benTOtdJtl^Joxazm-e-y^-benzonitrile, 6-(3-fluorophenyl)-4-methyI-l,4- 
dihydro-2H-3, 1 -benzoxazine-2-thione, 5-(4,4 -Dimethyl - 2-thioxo - 1 ,4-dihydro-2H-3, 1 - 
bejizoxazin-6^yl)-4-memylmiophOTe-2-carboDitrile, tert-Buiyl 2-cyano-5-(4,4-dimethyl- 
2-thioxo-l ,4-dihydro-2H-3,l -benzoxazin-6-yl)-lH-pyrrole- 1-carboxylate, 5-(4,4- 
Dmemyl-2-thioxoa,4-dihydro-2HO,l^ 
(4,4-b^etbyl-2-tbioxo-lAdUhydro-^ 

(l. ' l Dimethyl 2 thioxo M dthydro 2H 3,1 bongoxaain 6 yl) 1 m e thyl 1HpyiTolo * 3 - 
oarbonitrilo, S-(4,4-dimethyl-2-lMoxo-l,4-dihydro-2H-3j-benazoxazin-6-y1)-lH-pyrro1e- 
2-carbothiamide, 5^4,4-Dunemyl-2-tmoxo-l,4-dihydro-2H-benzo[d][l,3]oxazin-6-yl) 
thiophene-3-carbonitrile, 5-(4 Adimetbyl-2-thioxo-l,4-dihydro-2H-3, l-benzoxazin-6-yl)- 
l-emyl-lH-pyrrole-2^arbonitrile,4-(l£^ 
cyclohexan]-6-yI>2-thiophenecai^ 

S.l-benzoxazin-S-yO^-fluoiobenzonitrile, 6-(5-Bromopyridin-3-yl)^,4-dimethyl-l,4- 
dihydro-2H-3,l -benzoxazine-2-thione, 6-(3-Chloro-S-fluorophenyl)-4,4-dimethyl-l,4- 
dihydro-2H-3, l-benzoxazine-2-mione, e-^-Bromo-S-memylphenylM^-dimethyl-l ,4- 
dihydro-2H-3, l-benzoxazine-2-tirione, 6-(3-Bromo-5-trifluoromethoxyphenyl)-4,4- 
dimemyl-l,4^hydro-2H-3 > l-ben2»xazine-2-tmone,3-(l > 2-Dihydro-^^ 
3J-benzoxazme^4-cyclohexan]-6-yl)-5-fluorobenzonitrile, 3-(4,4-Dimethyl-2-tbioxo- 
l,4-dmydro-2H-3,l-benz»xazin^-yl)-5-memylbenzomtrile,6-(3 ) 5-D^ 
dimethyl-] ,4-dihydro-2H-3, 1 -benzoxazine-2-thione, 5-(4,4-Dimethyl- 1 ,2-thioxo-l ,4- 
ojhydro-2H-3J-benzoxazra-6-yl)isophthal^^ 
dihydro-2H-34-benzoxazm-6-yl>2-&rom^^ 

9 
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dmydtti-2H-3J-benzoxazine-2^tMone,6-(3.Chloro P henylH-methyl-4- P henyl-l ) 4- 
dihydro-2HO,l-benzoxazine-2-tW^ 

2H-3, l-benzoxazine-2-thione, 3-Chloro-5-(4,4-dimethyl-2-tbioxo-l ,4-dihydro-2H-3,1 - 

benzoxazm-6-yl)b<mzomtrile,6-(3,5-D^^ 

b«zoxa2ane-2-thione,6-(3-Fluoro-5-metboxyph^ 

benzoxazine-2-tMone,3<4,4-Dimcliiyl-2-tbjoxo-l s 4^ydro 

methoxybenzonitrile,6K3-Fluoroph<»tf^ 

2-1luone,6-[3-Fluoro-5-(trifluorome^ 

benzoxazine-2-tbione, e-^-FluorqphenylH^imethyl-l^-dihydro^-S,! - 
benzoxazine-2-tbionc, 6-(3,4-pifluorophenyl)-4,4-dimethyJ-l ,4-dihydro-2H-3, 1- 
benzoxazine*2-thioiie, 6-(4-Fluorophenyl)-4,4-dimethyI-l,4-dihydro-2M-3, 1 - 
benzoxazine-2-thione, 3<4,4-Diraethyl-2-thtoxo-l,4-dihydro-2H-3 s l-benzoxazin-6-yl)-4- 
fluorobenzomtrile,6-(2,3-Difluorophenyl)-4,4-dimethyl-l,4-dihydTO-^^ 
benzoxazine-2-thione, 3^8-Bromo-4,4-dimethyI-2-thioxo-l ,4-dihydio-2H-3, 1 - 
benzoxazan-6-yl)-5-fluorobenzonito]e, 4.4-Dimethyl-6-(3-nitrophenyI)- 1 ,4-dihydro-2H- 
3,1 -benzoxazine-2-thione, 6-(3-Chlorophenyl)-4 } 4-diethyl-l,4-dib.ydro-2H-3,l- 
benzoxazino-2-thione, 6-(3-Methoxyphenyl)-4,4-dimethyl-l s 4-dihydro-2H-3 s l- 
bcnzoxazine-2-thione, 6-(2-Chlorophenyl)-4,4-djmethyl-l ,4-dihydro-2H-3,l- 
benzoxadne-2-thione,4-Be^yI-6<3-cMorophenyl)^methyl-l,4^ 
benzoxaziae-2-thione, 6-(3-Bromo-5-fluoropbenyl)-4,4-dimethyl- 1 ,4-dihydro-2H-3, 1 - 
benzoxazme-2-tbione,5<4,4-DTOetoyl-2^ 

thiophene-2^arbonitriIe,3-Fluoro-5-(8-fluorcM,4-dimethy^2-tbjoxo 
3,l-benzoxdzdn-6-yl)benzonitrile, 3-(l,2-Dihy<lio-2-.thioxos P iTO[4H-3,l-benzoxaziiie-4,l- 
cyclohexan]-6-yl)benz<raitrile, S-Cl^-DihydTO^-thioxospiro^H-S.l-benzoxaziDe^.l- 
cyclohexan]-6-yl)-4-methyl-2-thiophenecarbonitrile,5-(] ,2-DihydTo-2-thioxospiro[4H- 
3,1 -benzoxazine-4, 1 -cyclohexan]-6-yI)-2-thiophet)ecarbonitrilc 6-(3-Chloro-4- 
fluorophenyl)-4 5 4-dimethyl-l,4-dihydro-2HO,l-benzoxazine-2-th^ 
2-thioxo-l,4Himydr(>-2H-3,l-benzoxazm-6-^^ 

Dimethyl-2-tfaioxo4,4-^ydro-2H-3, 1 -benzoxaziii-6-yl)-2-furoni1iile, 4-Butyl-5-(4,4- 

10 
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dimethyl-2-thiox<^ 6 _ (3 _ 
Btx>mophenyl>4,4-dimethyl-l 5 4^dihydro-2H-3 J-ben2oxazine-2-thione 7 and 2-(4,4^ 
Dimethyl-2-thioxo-l ,4-dihydro-2H-3 .l-benzoxazin-6->4)thiophene-3-carbonitrile, or a 
pharmaceutical^ acceptable salt, tautomer, metabolite, or prodrug thereof. 

9(Original). The method according to claim 1, wherein said compound is 5- 
(4 ,4-dimethyI-2-thioxo-l ^-dibydro^EM,! -ben20xazin-6-yi)-l-methyHH-pyrrole-2- 
carbonitrile, or a pharmaceutically acceptable salt, tautorner, metabolite, or prodrug 
thereof. 

1 0(Original). The method according to claim 1, wherein R 1 and R 2 are fused to 
form a carbon-based 3 to 6 membered saturated spirocyclic ring. 

1 1 (Original). The method according to claim 1 , wherein R 1 and R 2 are ftised to 
fonn a carbon-based 3 to 6 membered spirocyclic ring having one or more carbon-carbon 
double bonds. 

12(Original). The method according to claim 1, wherein R 1 and R 2 are fused to 
form a 3 to 6 membered spirocyclic ring having in its backbone one to three heteroatoms. 

13(Withdrawn). A composition for conditioning the skin of a mammal: 

(i) a skin conditioning component; and 

(ii) a compound of formula I, or a tautomer thereof, wherein formula I 

is: 




I 
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wherein: 

R and R are independent substituents selected from the group consisting of H> 
Ci to C 6 alley], substituted Ci to Q alkyl, C 2 to Q alkenyl, substituted C 2 to C 6 alkenyl, 
C 2 to C 6 alkynyl, substituted C 2 to C 6 alkynyl, C 3 to C* cyeloalkyl, substituted C 3 to C& 
cycloalkyl, aryl, substituted aryl, carbon-based heterocyclic ring having in its backbone 1 
to 3 hetcroatoms, substituted carbon-based heterocyclic ring having in its backbone 1 to 3 
heteroatoms, COR A . and NR B COR A ; 

or R J and R 2 are fused to form a ring selected from the group consisting of a), b) 
and c), wherein said ring is optionally substituted by from 1 to 3 substituents selected 
from the group consisting of H and Ci to C3 alkyl; 

a) a carbon-based 3 to 8 membered saturated spirocyclic ring; 

b) a carbon-based 3 to 8 membered spirocyclic ring having one or more 
carbon-carbon double bonds; and 

c) a 3 to 8 membered spirocyclic ring having in its backbone one to three 
heteroatoms selected from the group consisting of O, S and N; 

R A is selected from the group consisting of H, Ci to C 3 alkyl, substituted C, to 
alkyl, aryl, substituted aryl, C, to C 3 alkoxy, substituted Ci to C 3 alkoxy, amino, d to C 3 
aminoalkyl, and substituted Ci to C 3 aminoalkyl; 

R B is selected from the group consisting of H, Ci to C 3 alkyl, and substituted Ci to 
C 3 alkyl; 

R 3 is selected from the group consisting of H, OH, NH 2 , Q to C 6 alkyl, 
substituted C, to C 6 alkyl, C 3 to Q> alkenyl, substituted C 3 to C 6 alkenyl, alkynyl, 
substituted alkynyl, and COR c ; 

R c is selected from the group consisting of H, Ci to C 4 alkyl, substituted C , to C 4 
alkyl, aryl, substituted aryl, Cj to C 4 aJkoxy, substituted C, to C 4 alkoxy, C t to C 4 
aminoalkyl, and substituted Ci to Q aminoalkyl; 

R 4 is selected from the group consisting of H, halogen, CN, N0 2 > C, to Q, alkyl, 
substituted d to C 6 alkyl, C t to C 6 alkoxy, substituted C x to C 6 alkoxy, C, to C* 
aminoalkyl, and substituted Ci to Q aminoalkyl; 



12 
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R 5 is selected from the group consisting of (i) and (ii): 
(i) a substituted benzene ring having the structure: 




X is selected from the group consisting of halogen, CN, Cj to C 3 alkyL 
substituted C x to C 3 alkyl, Ct to Q, alkoxy, substituted Ci to C 3 alkoxy, Q to C 3 
thioalkyl, substituted d to C 3 thioalkyl, C x to C 3 atninoalkyl, substituted Ci to C 3 
aminoalkyl, N0 2 > Ci to C 3 perfluoroalkyl, substituted Ci to C 3 perfluoroalkyl, 5 or 6 
membered carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, 
substituted 5 or 6 membered catbon-based heterocyclic ring having in its backbone I to 3 
heteroatoms, COR D , OCOR D , andNR E COR D ; 

R D is selected from the group consisting of H, Ci to C 3 alkyl, 
substituted Ci to C 3 alkyl, aryi, substituted aryl, Ci to C 3 alkoxy, substituted Ci to C 3 
alkoxy, Ci to C 3 aminoalkyl, and substituted C x to C 3 aminoalkyl; 

R E is selected from the group consisting of H, d to C 3 alkyl, and 
substituted Ct to C 3 alkyl; 

Y and Z are independent substituents selected from the group 
consisting of H, halogen, CN, N0 2 , C, to C 3 alkoxy, substituted Ci to C 3 alkoxy, C, to C 4 
alkyl, substituted Ci to C4 alkyl, C, to C 3 thioalkyl, and substituted C, to C 3 thioalkyl; 

b) a five or six membered catbon-based heterocyclic ring having in its 
backbone 1, 2, or 3 heteroatoms selected from the group consisting of O, S, SO, SO2 and 
NR 6 and having one or two independent substituents selected from the group consisting 
of H, halogen, CN, N0 2 , Q to C 4 alkyl. substituted C t to C 4 alkyl, Ci to C 3 alkoxy, 
substituted Ci to C 3 alkoxy, Cj to C 3 aminoalkyl, substituted Cj to C 3 aminoalkyl, C, to 
C 3 perfluoroalkyl, substituted Ci to C 3 perfluoroalkyl, 5 or 6 membered carbon-based 
heterocyclic ting having in its backbone 1 to 3 heteroatoms, substituted 5 or 6 membered 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, C, to C 3 
thioalkyl, substituted C t to C 3 thioalkyl, COR F , and NR G COR F ; 

13 
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R F is selected from the group consisting of H, Ci to C 3 alkyl, 
substituted Ci to C 3 alkyl, aryl, substituted aryl,d to d alkoxy, substituted d to C 3 
alkoxy, d to C3 aminoalkyl, and substituted d to d aminoalkyl; 

R is selected from the group consisting of H, Ci to C* alkyl, and 
substituted Ci to C 3 alkyl; 

R 6 is selected from the group consisting of H, d to C3 alkyl, and C| to 

C 4 COaalkyi; 

Q l is selected from the group consisting of S, NR 7 , and CR 8 R°; 

R 7 is selected from the group consisting of CN, Q to C 6 alkyl, substituted Ci to 
C 6 alkyl, C3 to C 8 cycloalkyl, substituted C 3 to C 8 cycloalkyl, aryl, substituted aryl, 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, substituted 
carbon-based heterocyclic ring having in its backbone 1 to 3 heteroatoms, SQjCFj, OR 11 , 
andNR^R 12 ; 

R 8 and R 9 are independent substituents selected from the group consisting of H, 
Cj to C 6 alkyl, substituted d to C 6 alkyl, Cy to C 9 cycloalkyl, substituted C 3 to C 8 
cycloalkyl, aryl, substituted aryl, carbon-based heterocyclic ring having in its backbone 1 
to 3 heteroatoms, substituted carbon-based heterocyclic ring having in its backbone 1 to 3 
heteroatoms, N0 2 > CN, and CC^R 10 ; 

R 10 is selected from the group consisting of d to d alkyl and substituted Ci to C 3 

alkyl; 

or CR*R 9 comprise a six membered ring having the structure: 




R 11 and R 12 are independently selected from the group consisting of H, Ci to C 6 
alkyl, substituted C, to C 6 alkyl, aryl, substituted aryl, carbon-based heterocyclic ring 
having in its backbone 1 to 3 heteroatoms, substituted carbon-based heterocyclic ring 
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having in its backbone 1 to 3 hetcroatoms, acyl, substituted acyl, sulfbnyl, and substituted 
sulfonyl; 

or a phaimaceulically acceptable salt, tautomer, metabolite, or prodrug thereof. 

14(Withdrawn). The composition according to Claim 13, wherein said 
compound is selected from the group consisting of 6-(3-Chlorophenyl)-4»4-dimethyI-1 ,4- 
dihydro-benzo[d][l,3]oxa2in-2-thione, 4-(4 3 4^Dimethyl-2-thioxo.l,4-dihydro-2H- 
benzo[d][l,3]oxazin-6-yl)-tMoph^^^ 

dihydro-2H-benzo[d][l,3]oxazm^ 3-(4 5 4-Dimethyl-2-thioxo- 
1 ,4-dihydro-2H-benzo[d] [ 1 ,3]oxazin^-yl)-benzonitrile, 6-(3-fluorophenyl>4-methyl« 1 ,4- 
dihydro-2H-3 , 1 -beiizoxazine-2-thione, 5-(4,4-Dimethyl-2-thioxo-l ,4-dihydro-2H-3, 1 - 
bcnzoxazjn-6"yl)-4-methylthiophene-2-carbonitrile > tert-Butyl 2-cyano-5-(4>4-dimethyl- 
2-tHoxo-l,4-dihydix>-2H-3j.benzoxazin-6-yl>lH-p 5-(4,4- 
Dimethyl-2-thioxo-l,4^ [6- 
(4,4-dlmethyl-2-thioxo-l,4^ui^^ 5- 
(4,4-Dimethyl-2-thioxo-l ,4-dihydro-2H-3, 1 -benzoxazin-6-yl>-l -methyl -1 H-pyirole-2- 
carbonitrile, 5-(4,4-dimethyl-2-thioxo- 1 ,4-dihydto-2H-3, 1 -benzoxazin-6-yI> lH-pyrrole- 
2-carbothiamide, 5-(4,4-Dime1hyl-2-thioxo-l Adihydro-2H4>enzo[dJ[l ,3]oxazin-6-yl) 
thiophene-3^caxbonitrile, 5-(4,4-dimethyl-2-thiox<^l,4^ 

1 -ethyl- lH-pymole-2-caxbonitrile, 4^1^-Dihydro-2-thioxospiro[4H-34-benzoxazin^4- 
cyclohexan]-6-yl)-2-thiophenecarbonitrile, 5-(4 3 4-Dimethy)-2-thioxo-l 7 4-dihydro-2H- 
3,1 -bentoxazin-6-yl)-2-fluorobeozonitiile, 6-(5"Bromopyridin-3-yl)-4,4-dimethyl- 1 ,4- 
dihydro-2H-3j-benzoxazine-2-thjone, 6-(3<]MQro-5-fluorophcnyI>4 3 4-dimethyH,4. 
dihydn>-2H-3,l-ben20xazine-2-thione, 6-(3-Bromo-5-methylpheny])-4 f 4-dimethyH,4- 
dihydro-2H-3,l -benzoxazine-2-thione, 6-<3-Bromo-5-trifluoromethoxypbenyl>4,4- 
dimethyl- 1 ,4-dihydro-2H-3, 1 -beiizoxazine-2-thione, 3^(1 f 2-Dihydxo-2-thi.oxospiro[4H- 
3,1-benzoxazme^l-cyd^^ 3-(4,4-Dimethyl-2-thioxo- 
1.4-dihydro-2HO,l-benzoxa^ 6-(3,5-DicbIorophcnyl)-4 3 4- 
dimethyM,4-dihydro-2H-3^ 5-(4,4-Dimethyl-l,2-thioxo-l,4- 

15 
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dihydro-ZH-a, 1 -benzoxazin-6^yl)isophtha1onitrile, 5-(4,4-Dimethyl-2-tbioxo- 1 ,4- 

dihydro^H-S^^benzoxazin-e-ylJ^.furonitrile, 4,4-DiethyI-6-(3-nitrophenyl)- 1,4- 

dihydro-2H-3,l-b^zcxazine-2-thione, 6-(3-Chlorophcmyl)-4-met]iy]-4-pheny]-l,4. 

dihydro-2H-3,l«benzoxazine-2-thione, 4-AllyI-6^(3-chlorophenyl)-4-inethyl-l ,4-dihydro- 

2H-3,l-benzoxaziije-2-thione,3-Cmoro-5-(4,4-dimethyl-2-thioxo-l,4-d^ 

bcnzoxazin-6-yl)beim>nitrile,6^3,5-DifluorophenyI>4 > 4-dimethyl-l^ 

behzoxazine~2-tbione,6-(3-FIuoro-5-methoxyphenyI)-4,4-dimeft 

be*izoxazine-2-thione,3<4,4-Dimetbyl-2-ta^^ 

niethoxyben7x>mtrile, 6-(3-Fluo^ 

2-thione,6-[3-Fluoro-5-(triftoorom^ 

benzoxazine-2-tWone,6K2-nuoropbenyl)-4,4-dimethyl-l,4-^hydro-2H-3,l- 
benzoxazine-2-thioiie, 6-(3,4-Difluorophenyl)-4»4-ditoethyl-l,4-dihy<ir«>2H-3, 1 - 
benzoxazine-2-thicne, 6-(4-nuorophenyl)-4AdimethyI-l > 4sJihydro-2H-3 > l- 
benzoxazine-2-thione, 3-(4,4-Dimethyl-2-thioxo-l ,4-dihydti>-2H-3,l -benzoxazin-6-yl)-4~ 
fluorobenzonitrile, 6-(2,3-Difluc>rophenyl)-4,4-dimethyl--l } 4-dihydro-2H~3 > l- 
benzoxazfiie-2-thione, 3-(8-Bromo-4,4-dimethyi-2-tbioxo-l ,4-dihydro-2H-3,1 - 
benzoxaziii-6-yl>5-fluorobenzoii.itrile, 4,4-Din)ethyl-6-(3-nitrophenyl> 1 ,4-dihydro-2H- 
3,l-benzoxazine-2-thione, 6<3-(^Ioropb(myl)-4,4-(aethyl-l,4-dihy^ 
beozoxazine-2-thione,6<3-Methox^ 

benzoxazinc-2-thioue, 6-(2-Cblorophenyl>-4.4-dimethyl.l,4-dihydro-2H-3, 1- 
benzoxazine-2-ttoone,4-Benzyl^-(3-cM<^^ 
benzoxazine-2-thione, 6-(3-Bromo-5-flu^^^ 
benzoxa23ne-2-thione,SK4,4-Diij)^ 

thiophene-2-carbonitrile, 3-Fluoro^5-(8-fluoro-4,4-dimethyl-2-thioxo-l ,4-dihydro-2H- 
3.l-benzoxazin^-yl)benzonitrile,3-(l^^ 

cyclohexan]-6-yl)benzonitrile, 5-(l ,2*I^ydro-2-thioxospm3[4H-3J-benzoxaziDe^4,l. 
cyclohexan]-6-yl)-4-methyl-2-tbiophenecarbonitriJe, 5-(I^-Dihydro-2-tbioxospiro[4H- 
3,l-benzoxazine-4,lH:yclohexan>6-yl)-2-thiophetiecarboijitrile, <S-(3-Chloro-4- 
fluoropheDylH,4siimcthyl-l 9 4-dihydro-2H-3,l-benzoxazme-2-thion^ 

16 



PAGE 1701 ■ RCVDAT 10126/2005 2:21:01 PM [Eastern Daylight rime]* SVJtUSPTO-EFXRF^/27 * DNK:2738M0 * CSH):2155405818 * DURATION (mm-5S):04-S8 



10/26/2085 14:21 2155405818 



HOWSON AND HOWSQN 



PAGE 18/21 



AHPWA23AUSA 



2-thioxo-l ,4~dihydro-2H^3, 1 -benzoxazin-6-yl)^-propylthiophen^2-carbotirtrile, 4-(4,4- 
Dimethyl-2-thioxo-l,4^hydro-2^ 4-Butyi-5-(4,4- 
dimethyl.2-tMoxo-^ 6-(3 

Bromophenyl)-4,4-dimethyl-l,4^ and 2-(4,4- 

Dimethyl-2^thioxo-l,4-dihydro-2H.3 J-benzoxazin-e^thiophene-a-carbonitrile, or a 
phaimaceutically acceptable salt, tautomer, metabolite, or prodrug thereof. 

1 5(Withdrawn). The composition according to claim 13, where the 
compound is 5-(4,4-dmethyl-2-thioxo-M 

lH-pyrrole-2-carbonitrile v or a pharmaceutical^ acceptable salt, tautomer, metabolite, or 
prodrug thereof. 

16( Withdrawn). The composition according to claim 1 3, wherein in the 
compound of formula I, R 3 is H and Q l is S. 

1 7(Original). A method of conditioning the skin comprising the step of 
delivering to a subject the composition of claim 14. 

l8(Withdrawn). A progesterone receptor modulator of formula TJ, wherein 
formula II has the structure: 




wherein: 



R J is selected from the group methyl, ethyl, trifluoromethyl; 
R is selected from the group methyl, ethyl, trifluotomethyl; or 
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R 1 and R 2 are joined to form a spirocyclic ring containing 3 to 7 carbon atoms; 
and R 3 is selected from the group C, to Ca aflcyl, and 

tautomers, prodrugs, metabolites, or phatmaceutically acceptable salts thereof. 

19(Withdrawn). A progesterone receptor modulator according to claim 1 8, 
wherein said compound is selected from the group consisting of S-(4«flly^^.l», fl |lIyI.2. , 
mioxo-l,4-dihydro^H04-b^ 5 _ (4 4 

diethyl-2-tmoxcHl,4^hydro-2H-3,l-benzoxW6-yl).l-me^ 
camom1rile,l-memyl-5-(2-tmoxo-l,2-dihy<lro 5 piro[3 
yl)-lH-pyrrole-2^a,Wrile, ^ 

44 , -cyclohexan].o-yl)-lH-pym)le.2-caibomtril e) l.m^ 

dihyd ro spiro[3,l-benzoxaz m e-4,l '-cyclopentanJ-fi-yO-lH-pytrole-^carbonitrile, 1- 
memyl-5-[2-tUoxo-4,4^ 

pyrrole-2-carbonitrile, prodrugs, metabolites, or pharmaceutical^ acceptable salts 
thereof. 

20(Wtthdrawn). A pharmaceutical composition comprising a progesterone 
receptor modulator of Claim 1 8 and a pharmaceutically acceptable carrier or excipicm. 

21(Withdrawn). A method of inducing contraception in a mammal, the 
memod comprising administering to a mammal in need thereof a pharmaceutically 
effective amount of aprogesterone receptor modulator of Claim 18. 

22(Withdrawn). A method of treating hormone-dependent neoplastic 
disease in a mammal, the method comprising administering to a mammal in need thereof 
apharmaceutically effective amount of aprogesterone receptor modulator of Claim 18. 

23(Withdrawn). The method of Claim 22 wherein the hormone-dependent 
neoplastic disease is selected from the group of uterine myometrial fibroids, 
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endometriosis, benign prostatic hypertrophy; carcinomas and adenocarcinomas of the 
endometrium, ovary, breast, colon, prostate, pituitary, and meningioma. 

24(Wimdrawn). A method of synchronizing estrus in a mammal, the method 
comprising administering to a mammal in need thereof a pharmaceutically effective 
amount of a progesterone receptor modulator of Claim 18 or a pharmaceutically 
acceptable sal t thereof. 

25(Withdrawn). A method of administering hormone replacement therapy, 
the method comprising administering to a mammal in need thereof a pharmaceutically 
effective amount of a progesterone receptor modulator of Claim 1 8 or a pharm aceutically 
acceptable salt thereof. 

26(Withdrawn). A method of treating a skin disorder, the m ethod 
comprising administering to a mammal in need thereof a pharmaceutically effective 
amount of a progesterone receptor modulator of Claim 1 8 or a pharmaceutically 
acceptable salt thereof. 

27(Withdrawn). The method according to claim 26, wherein the skin 
disorder is selected from the group consisting of acne and hirsutism. 
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